Nuclear loss of DNA repair Ku proteins and c-myc expression in apoptosis of cerulein-stimulated pancreatic acinar cells.
Cerulein induces oxidative stress and an acute, edematous form of pancreatitis. Cell death linked to oxidative DNA damage has been implicated in acute pancreatitis. During DNA damage, DNA repair proteins, Ku70 and Ku80, prevent cell death but severe DNA damage triggers apoptosis. This study aims to investigate the role of Ku70 and Ku80 on apoptotic cell death, induced by cerulein in pancreatic acinar AR42J cells. We examined Ku expression, Ku-DNA binding activity, cell viability and mRNA expression of c-myc of the cells stimulated with cerulein. As a result, cerulein induced decrease in nuclear Ku70 and Ku80 with increase in cytoplasmic Ku proteins. Cerulein decreased Ku-DNA binding activity in parallel with increase in cell death and mRNA expression of c-myc. Conclusively, nuclear loss of Ku70 and Ku80 may cause the loss of defense against DNA damage and apoptosis in pancreatic acinar cells stimulated with cerulein.